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In the Claigia 

Please amend the claims by replacing all prior versions, and 
listings, of claims pursuant to 37 C.F.R, §1. 121(c) as 
follows: 

1-122, (Canceled) 

123 . {Currently Amended) In a process for obtaining a 
pharmaceutical product containing a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein 
the mixture has an average molecular weight from 4000 
to 13,000 Daltons and in the mixture tlie molar fraction 
of alanine is 0.427, of glutamic acid is 0.141, of 
lysine is 0.337 and of tyrosine is 0.093 and wherein 
during the process includes determining th e molecular 
weicTht distribution of a batch of a-an aqueous mixture 
of polypeptides, each of which consists essentially of 
alanine, glutajtiic acid, tyrosine and lysine, io tcotod 
using a gel permeation chromatography column to 
determine whether the mi^cture has an average molecular 
weight from 4000 to 13,000 Daltons for inclusion in the 
pharmaceutical product, the improvement comprising 

calibrating the molecular weight obtained using 
the gel permeation cHromatography column by s^ibjecting 
a plurality of molecular weight markers., each of which 
is a polypeptide consisting essentially of alanine, 
glutamic acid, tyrosine and lysine and having a 
predetermined amino acid sequence, to chromatography on 
the coliamn to establish a relationship between 
retention time on the column and molecular weight. 
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124-126. (Canceled) 

127- (Previously presented) The process of claim 123. 
wherein the gel permeation chromatography column 
comprises a cross -linked agarose-based medium, with an 
exclusion limit of 2 x lO" Dal tons. an optimal 
separation range of 1000 to 3x 10^ Daltons, and a bead 
diameter of 20-40 ym- 

128. (Previously presented) The process of claim 127, 
wherein the gel permeation chromatography column is 
Superose 12 . . 

129. (Previously amended) The process of claim 123, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5. of glutamic acid is 
0.13 to 0.15. of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

130. (Previously Amended) The process of claim 129, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0,422 to 0.444. of glutamic acid 
is 0.133 to 0.143, of tyrosine is O.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

131. (Previously presented) The process of claim 123. 
wherein one of the molecular weight markers is selected 
from the group consisting of 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID N0:1)? 
AKKYAKKAKZ^KAKKAYKAAEAlOCAAKyEKAAAEKARAKEAAYEA (SEQ ID 

NO : 2 ) ; 
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AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAEAI^^ 

A (SEQ ID N0:3) ; 
AKKYJOCKEKAYAKAKXAEAKAAKKAK^ 

KAAAKEAAVEA (SEQ ID N0:4); 

AKKYAKKSKAYAKKAEKAAKI^AKAYKAAEAKKIU^ 

AAEAKYKAEAAKAAAKBAAYEA {SEQ ID N0:5); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKK^^ 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO: 6); and 

AKKYAKK?^KAYAKKAKAAKEKKAYAKKEAKAVKAAEi^^ 

AKKEAVKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAA^^ 

(SEQ ID N0:7) , 

wberein A represents alanine, K represents lysine, Y 
represents tyrosine, and B represents glutamic acid. 

132. (Previously presented) The process of claim 123, 
wherein the plurality of molecular weight markers is 

AKKYAKKEKAAKCAYKKBAKAKAAEAAAKEAAYEA < SEQ ID NO : 1 ) ; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEK^^ (SEQ ID 

N0:2); 

AKKYAMCElO^YAKKAEKAAKKAEAKAYKAAEAKKiC^ 
A (SEQ ID N0:3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAK^ 
KAAAKEAAYEA ( SEQ ID NO : 4 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKK^^ 
AABAKYKABAAKAAAKEAAYEA (SEQ ID NO: 5); 
AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKK^^ 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ. ID NO : 6 ) ; and 
AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAE^^ 

AKKBAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 
(SEQ ID N0:7) , 
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133 



wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

(Previously Amended) The process of claim 123, 

wherein the pharmaceutical product is lyophilized. 



134. (Previously Amended) A process for obtaining a 

pharmaceutical product containing a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein 
the mixture has an average molecular weight from 4000 
to 13,000 Daltons and in the mi^cture the molar fraction 
of alanine is 0.427, of glutamic acid is 0.141, of 
lysine is 0.337 and of tyrosine is 0.093, which 
comprises obtaining a batch of a mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine; 

determining the average molecular weight of the 
mixture of polypeptides in the batch using a molecular 
weight-calibrated gel permeation chroxneitography column; 
and 

including in the pharmaceutical product the 
mixture if the mixture is determined to have an average 
molecular weight from 4000 to 13,000 Daltons, 

wherein the gel permeation chromatography column 
is calibrated by sxabjecting a plurality of molecular 
weight markers to chromatography on the column to 
establish a relationship between the retention time on 
the column and molecular weight, wherein each of the 
markers is a polypeptide consisting essentially of 
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alanine, glutamic acid, tyrosine and lysine and has a 
predetermined amino sequence. 

135-137. (Canceled) 

138. (Previously presented) The process of claim 134, 
wherein the gel permeation chromatography column 
comprises a cross-linked agarose-based medium, with an 
exclusion limit of 2 x 10« Daltons, an optimal 
separation range of 1000 to lO' Daltons, and a bead 
diameter of 20-40 pm. 

139. (Previously presented) The process of claim 138, 
wherein the gel permeation chromatography column is 
Superose 12 , 

140. (Previously Amended) The proc«»s .o£ claim 134. 
wherein in the molecular weight markers the molar 
fraction of alanine is 0,38 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

141. (Previously Amended) The process of claim 140, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0.444, of glutamic acid 
is 0.133 to 0.143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

142. (Previously presented) The process of claim 134, 
wherein one of the molecular weight markers is selected 
from the group consisting of 
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AKKYAKKEKAAKKAYKKEAKAKAABAAAKEAAYEA (SEQ ID NO : 1) ; 
AiaCYAKKAKABKAKKAyKAAEAKKAAKYEKAAAEKAAAKEAAYEA (SEQ ID 

NO : 2 ) ; 

AKICfAKKEKAYAKKAEKAAKKAEAKAYKAAEAiOCKAEAKYKAEAAKAAAKEA^ 
A { SEQ ID NO : 3 ) ; 

AKKYAKKEKAYAKAKKABAKAAKKAKAJEAKKYAKAAKAEKKEYAAAEAKYI^^ 
KAAAKEAAYEA (SEQ ID NO:4)7 

AKKYAKKEKAYAKKAEKAAKKAEAKAVKAAEAKIQU^KAEAiaCYAKAAKAEK^ 
AAEAKYKABAAKAAAKEAAYEA (SEQ ID NO: 5); 

AKKYAKKSKAYAIUCAEKAAKKJ^EAKAYKAAEAKKKAKAEAKKYAKA^^ 
AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO: 6 ) ; and 
AKKYAKKAEiaVYAKK^^KAAKEKKAYJ^EAKAYKAAEAia<K^^ 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 

( SEQ ID NO : 7 ) . 

Wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

143. (Previously presented) The process of claim X34. 
wherein the plurality of molecular weight markers is 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ IDNO:!}; 
AKKYAKKAKAEKAKKAYKAAEAKKAAKYEKAAABKAAAKEAAYEA (SEQ ID 

NO : 2 ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAABAKKKAEAKYKAEAAKAAAKEAAYE 
A ( SEQ ID WO : 3 } ; 

AKKYAKKEKAYAKAKKAEAKAAWCAKAEAKKYAKAAKAEKKEYAAAEAK^^ 
KAAAKEAAYEA (SEQ ID N0:4); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKABAJUWAKAAKAEKK^ 
AAEAKYKAEAAKAAAKEAAYEA ( SEQ ID NO : S ) ; 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEK^ 
. AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO: 6); and 
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AKKYAKKJ\EKAYAKXAKAAKEKKAYAKKEAKAYK^ 
AKKEAYKAE^^YAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAi^^ 

(SEQ ID NO:7) , 



Y 



wherein A represents alanine, K represents lysine, 
represents tyrosine, and B represents glutamic acid, 

144. (Currently Amended) The process of claim 134, further 
comprising a step of lyophilizing the mixture having 
«he — QvoragQ molocular x>foigh r te — fee» — 4,000 — fe© — i3Tr6W 
Daltono of polypeptides. 

145, (Previously Amended) A process for determining the 
average molecular weight of an aqueous mixture of 
polypeptides, each of which consists essentially of 
alanine, glutamic acid, tyrosine and lysine, wherein in 
the mixture the molar fraction of alanine is 0.427, of 
glutaxaic acid is 0.141, of lysine is 0.337 and of 
tyrosine is 0.093, which comprises subjecting the 
mixture to chromatography oii a molecular weight - 
calibrated gel permeation chromatography column so as 
to determine the average molecular weight of the 
mixture, wherein the gel permeation chromatography 
column is calibrated by s\ibjecting a plurality of 
molecular weight markers to chromatography on the 
column to establish a relationship between retention 
time on the column and molecular weight, wherein each 
of the markers is a polypeptide consisting essentially 
of alanine, glutamic acid, tyrosine and lysine and has 
a predetermined amino acid sequence. 



146-148 . (Canceled) 
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149. (Previously presented) The process of claim 145, 
wherein the gel permeation chromatography colvum 
comprises a cross-linked agarose-based mediiim, with aii 
exclusion limit of 2 jc 10« Daltons, an optimal 
separation range of 1000 to 3x lO' Daltons, and a bead 
diameter of 20-40 vm. 

150. (previously presented) The process of claim 149, 
wherein the gel permeation chromatography column is 
Superose 12 . 

151. (Previously Amended) The process of claim 145, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5. of glutamic acid is 
0.13 to 0.15, of tyrosln* is 0.08 to 0.10. and of lysine 
is 0.3 to 0.4- 

152. (Previously Amended) The process of claim 151, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0-422 to 0.444, of glutamic acid 
is 0.133 to 0-143, of tyrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349- 

153. (Previously presented) The process of claim 145, 
wherein one of the molecular weight markers is selected 
from the group consisting of 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID M0:1); 
AKICYAKKAKAEKAKKAYKAAEAKKAAKYEKAAAEKAAAKBAAYEA (SEQ ID 

NO:2) ; 
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AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAIOCKAEAKYKAEAAKAAAK^ 
A (SBQ ID NO:3) ; 

AKKYAKKEKAYAKAKKAEAKAAKKAKAEAKKYAKAAKAEKKEYAAAEAKYK^^ 
KAAAKBAAYEA <SEQ ID N0:4); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAK^ 
AAEAKYKAEAAKAAAKEAAYBA (SEQ ID NO-.S); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAIOCYAKAAKAEKKEyA 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO: 6); and 

AKKYAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAKE^ 

AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 

(SBQ ID N0:7) , 

wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

154. (Previously presented) The process of claim 145, 
wherein th© plurality of molecular weight markers is 

AKKYAKKEKAAKKAYKKEAKAKAAEAAAKEAAYEA (SEQ ID NO:l>; 
AKKYAKKAKAEKAiaCAYKAAEAKiyiAKYBKAAAEKAAAKEAAYEA (SEQ ID 

NO : 2 ) ; 

akkyakkekayakkaekaakkaeakaykaaeakkkaeaky>::aeaakaaakeaa 

A (SEQ ID N0:3) ; 

AKKYAKKEKAYAKAKKAEAKAAiaCAKAEAK3CYAKAAI«U2KKEYAAAEAKYK^^ 
KAAWCEAAYEA (SEQ ID N0:4); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKABK^ 

AAEAKYKAEAAKAAAKBAAYEA (SEQ ID NO:5); 
AKKYAKKEKAYAiOCABI^AKKAEAKAYKAASAKKKAKAEAiaefAKA^ 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYBA (SBQ ID NO: 6); and 

j^YAKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAlOaCAiy^AK^ 

AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 

( SEQ ID NO : 7 ) , 
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V7herein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

155. (Previously Amended) A process for determining 

whether an aqueoUs mixture of polypeptides, each of 
which consists essentially of alanine, glutamic acid, 
tyrosine and lysine, has an average molecular weight 
from 4000 to 13,000 Daltons, wherein in the mixture the 
molar fraction of alanine is 0.427, of glutamic acid is 
0.141, of lysine is 0.337 and of tyrosine is 0.093, 
which process comprises subjecting the mixture to a 
calibrated gel permeation chromatography column to 
determine the average molecular weight of the mixture 
wherein the gel permeation chromatography column is 
calibrated by subjecting a plurality of molecular 
weight markers to chromatography on the column to 
establish a relationship between retention time on the 
column and molecular weight. wherein each of the 
markers is a polypeptide consisting essentially of 
alanine, glutamic acid, tyrosine and lysine and has a 
predetermined amino acid sequence. 

156-158. (Canceled) 

159. (Previously presented) The process of claim 155, 
wherein the gel permeation chromatography column 
con«»ri*es a cross-lin)c«d agarose-based medium, with an 
exclusion limit of 2 x 10« Daltons, an optimal 
separation range of 1000 to 3x 10» Daltons, and a bead 
diameter o£ 20-40 ]Xid.. 
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160. (Previously presented) The process of claim 159, 
wherein the gel permeation chromatography column is 
Superose 12 . 

161. (Previously amended) The process of claim 1S5. 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.38 to 0.5, of glutamic acid is 
0.13 to 0.15, of tyrosine is 0.08 to 0.10 and of lysine 
is 0.3 to 0.4. 

162. (Previously amended) The process of claim 161, 
wherein in the molecular weight markers the molar 
fraction of alanine is 0.422 to 0,444, of glutamic acid 
is 0.133 to 0.143. of ryrosine is 0.086 to 0.093 and of 
lysine is 0.333 to 0.349. 

163. (Previously presented) The process of claim 155. 
wherein one of the molecular weight markers is selected 
from the group consisting of 

AKKYAKKEKAAKKAYKKEAKAKAAEASAKEAAYEA (SKQ ID NO:l); 
AKKYAKKAKAEKJUOCAYKAAIJUSKAAKYEKAAAEKAAAK (SEQ ID 

NO : 2 ) ; 

AIOCYAKKEKAYAKKAEKAAKKAEAKAYKAABAKKKAEAKYKAEAA^^ 
A (SEQ ID NO: 3) ; 

AKKYAKKEKAVAKAlUCAEAKAAKKAKAEAKKYAKAAKAEKKEYAAAEAKy^^ 
KAAAKEAAYBA (SEQ ID NO:4); 

AKKYAKKEKAYAKKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAKAAKAEKKEYA 
AAEAKYKAEAAKAAAKBAAYBA (SEQ ID N0:5); 

AKKYiOCKBKAYMCKAEKAAKKAEAKAYKAAEAKKKAKAEAKKYAK^^ 
AAEAKifKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO: 6); and 
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AKK^AKKAEKAYAKKAKAAKEKKAYAKKEAKAYKAAEAKKKAKAEAKKYAK^^ 
AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 

(SEQ ID N0:7) , 

Wherein A represents alanine, K represents lysine, Y 
represents tyrosine, and E represents glutamic acid. 

164. (Previously presented) The process of claim 155, 
wherein tHe plurality of molecular weight markers is 

AKKYAKKBKAAKKAYKKEAKAKAAEAAAKEAAYBA (SEQ IDNO:l); 
AKKYAKKAKABKAKKAYKAAEAKKAAKYBKAAAEKAAAKEAAYEA (SEQ ID 

NO : 2 ) ; 

AKKYAKKEKAYAJOCABKAAKKAEAKAYlOU^AiaaCAEAKYKABAAKAAAKEAAYE 
A ( SEQ ID NO : 3 > ; 

AKKYAKKEKAVAKAKKAEAKAAKKAKABAKKYAKAAKAEKKBYAAAEAKYKA^ 
KAAAKEAAYEA (SEQ XD N0:4) ; 

AKKYAKKBKAYAKKAEKAAiaCAEAKAYKAAEAKKKAlO^EAKJ<YAK^^ 
AAEAKYKAEAAKAAAKEAAYEA (SEQ ID N0:5); 

AKKYAKKBKAYAKKAEKAAKIWEAKAYKAAEAKKKAKAEAKKYAKAAKAEKK^ 

AAEAKYKAEAAKKAYKAEAAKAAAKEAAYEA (SEQ ID NO! 6); and 

AIOCYAKKAEKAYAKKAKAAKEKKAYAIQCEAKAYKAABAKKKAKAEAKKYAKEAAK 

AKKEAYKAEAKKYAKAAKAEKKEYAAAEAKKAEAAKAYKAEAAKAAAKEAAYEA 

( SEQ ID NO : 7 ) , 

wherein A represents alanine, K represents lysine, ^ 
represents tyrosine, and E represents glutamic acid. 
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